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FOR FURTHER ACTION See paragraphs 1 and 4 below 


International application No. 

PCT/EP 97/00627 


International filing date 
(daylmonthlyear) 12/0 2/1997 


Applicant 

Z AMBON GROUP S.P.A. et al. 



E The aPPtican 1 is hereby notified that the International Search Report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 

Where? Directly to the International Bureau of WIPO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 
Fascimile No.; (41-22) 740.14.35 

For more detailed instructions, see the notes on the accompanying sheet. 

I I The applicant is hereby notified that no International Search Report will be established and that the declaration under 
1 — 1 Article 1 7(2)(a) to that effect is transmitted herewith. 



2. 



3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that 

| | ^ protest together with the decision thereon has been transmitted to the International Bureau together with the 
— applicants's request to forward the texts of both the protest and the decision thereon to the designated Offices. 

no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Further action(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in Rules 90bis.l and 90bis3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 
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International application No. 
PCT/EP 97/ 00627 


International filing date (day/ month/year) 
12/02/1997 


Priority date (day/month/year) 
14/02/1996 


International Patent Classification (IPC) or national classification and IPC 

A61K31/71 


Applicant 

Z AMBON GROUP S.P.A. et al. 



1. This international preliminary examination report has been prepared by this International Preliminary Examining 

Authority and is transmitted to the applicant according to Article 36. 



sheets, including this cover sheet. 



This REPORT consists of a total of ^ 

| | This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and /or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consists of a total of 



sheets. 



3. This report contains indications and corresponding pages relating to the following items: 
I |X| Basis of the report 
II Q Priority 

HI | | Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
IV [^] Lack of unity of invention 

V [5^] Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability, 
citations and explanations supporting such statement 

VI j^] Certain documents cited 

VII Certain defects in the international application 

VIII Certain observations on the international application 
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Authorized officer 
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02551 



Telephone No. 
(22/08/1997) 




NOTES TO FORM PCT/ISA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, •Article", "Rule*, and 'Section* refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. It should however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination procedure, there is usually 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international pbulication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 



What parts of the international application may be amended? 

Under Article 19, only the claims may be amended. 

During the.international. phase, the claims may also be~ amended (or further amended) under .Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable, Article 41. 



When? Within 2 months from the date of transmittal of the international search report or 16 months from the priority 

date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 



Where not to file the amendments? 

The amendments may only be Filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been/is filed, see below. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made in the language in which the international application is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 19(1)* (see below, under 'Statement under Article 19(1)*). 

The letter must be in English or French, at the choice of the applicant. However, if the language of the 
international application is English, the letter must be in English; if the language of the international application . 
is French, the letter must be in French. 
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NOTES TO FORM PCT/ISA/220 (continued) 

The letter must indicate the differences between the claims as filed and the claims as amended It must, in 
particular, indicate, in connection with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be grouped), whether 

(i) the claim is unchanged; 

(ii) the claim is cancelled; 
(Hi) the claim is new; 

(iv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



The following examples illustrate the i 
accompanying letter: 



in which amendments must be explained in the 



1. [Where originally there were 48 claims and after amendment of some claims there are 51 J: 
"Claims 1 to 29, 31, 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added.* 

2. [Where originally there were 15 claims and after amendment of all claims there are II]: 
"Claims 1 to 15 replaced by amended claims 1 to 11." 

3. [Where originally there were 14 claims and the amendments consist in cancelling some claims and in adding 
new ciaims j: 

"Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added." or 
"Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claims unchanged." 

4. [Where various kinds of amendments are made]: 

"Claims 1-10 unchanged; claims 11 to 13, 18 and 19 cancelled; claims 14, IS and 16 replaced by amended 
claim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added." 



"Statement under article 19(1 X" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be in the language in which the international appplication is to be published. 
It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the differences between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 19(1)." 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence if a demand for international preliminary examination has already been filed 

If, at the time of Filing any amendments under Article 1 9, a demand for international preliminary examination 
has already been submitted, the applicant must preferably, at the same time of filing the amendments with the 
International Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Consequence with regard to translation of the international application for entry into the national phase 

The applicant's attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
claims as amended under Article 19 may have to be furnished to the designated/elected Offices, instead of, or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's 
Guide. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/EP97/00627 



I. Basis of th r port 

1 This report has been drawn up on the basis of (Replacement sheets which have been furnished to the receiving Office in response to an 
invitation under Article 14 are referred to in this report as "originally fifed* and are not annexed to the report since they do not contain 
amendments.) 

El the international application as originally filed 



□ the description, pages 



pages 



, as originally filed 
, filed with the demand 
, filed with the letter of 



□ the claims, Nos. 

Nos. 
Nos. 
Nos. 



, as originally filed 

, as amended under Article 19 

, filed with the demand 

, filed with the letter of 



□ the drawings, sheets /fig. 

sheets / fig. 
sheets /fig. 



, as originally filed 
, filed with the demand 
, filed with the tetter of 



2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos. 

□ the drawings, sheets / fig. 



3. □ This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed (Rule 70.2 (c)). 



4. Additional observations, if necessary: 
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International application No. 
PCT/EP97/00627 



V. Reas ned statement under Article 35(2) with r gard t n velty, inventiv step r industrial applicability; citations 
and explanations supp rting such statement 



1. Statement 

Novelty Claims YES 

Claims 1-12 NO 

Inventive Step Claims YES 

Claims 1-12 NO 

industrial Applicability Claims 1-12 (see below) YES 

Claims NO 



2. Citations and Explanations 



Reference is made to the following documents: 



D1: US-A-4331648 

D2: J. Clin. Invest., Vol.68, 1981, pages 1053-1064; J.H. Doroshow et al. 

D3: Seminars in Oncology, Vol. 10(1), 1983, pages 29-34; R.D. Olson et al. 

D4: Toxicology and Applied Pharmacology, Vol.54, 1980, pages 168-175; R.W. Freeman et al. 

D5: US-A-4873088 

D6: Seminars in Oncology, Vol10(1), 1983, pages 53-55; C. Myers et al. 
D7: Cancer Research, Vol.50(7), 1990, pages 2018-2021 ; F. Imamura et al. 
D8: Minnesota Medical Association, 1984, pages 333-335; D.T. Kiang et al. 

1. Claims 1-12 involve compositions or substances in a method of treatment of the 
human/animal body. 

For the assessment of the present claims 1-12 on the question whether they are industrially 
applicable, no unified criteria exist in the PCT. The patentability can also be dependent upon 
the formulation of the claims. The EPO, for example, does not recognize as industrially 
applicable the subject-matter of claims to the use of a compound in medical treatment, but will 
allow, however, claims to a known compound for first use in medical treatment and the use of 
such a compound for the manufacture of a medicament for a new medical treatment. 

2.lt is pointed out that the documents "International Journal of Cancer, Vol.67, September 
1996, pages 842-848" and "Clinical & Experimental Metastasis, Vol.14, September 1996, page 
24" could be relevant for novelty for the subject-matter of claims 1-12 if the priority of the 
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International applicati n No. 
PCT/EP97/00627 



pending application, which has not been checked is considered as invalid. 

3.1 .Documents D1 , D2, D3 and D4 disclose the treatment of tumours with a combination of N- 
acetyl-cysteine (NAC) and Doxorubicin (DOX). NAC is said to block DOX cardiotoxicity without 
interfering with the antitumoral activity of DOX. D4 (see page 174, right column) further 
suggests that the NAC-DOX combination potentiates the antineoplastic effect of Doxorubicin 
(named adriamycin in D4). 

The doses used are within the ranges claimed by the present invention. 
It is pointed out that the terms "composition" or "kit" in the sense of the present invention 
include also two separate pharmaceutical forms of the two drugs for concurrent administration. 
Furthermore, the capacity to metastasize is a characteristic of all malignant tumours and an ) > 
antitumoral drug or composition will necessarily inhibit cancer metastasis formation. ' ' 

3.2. Regardless of the effect ( protective or synergistic^ exert ed bv NAC in the composition . D1 to 
D4 anticipate the novelty of the composition (or kit) containing NAC and DOX, of its preparation 
as a medicament and of its use in a method for inhibiting cancer metastasis. The discovery of 
the synergistic effect of NAC plus DOX in the inhibition of cancer metastasis formation can not 
confer novelty to a composition or kit containing NAC and DOX, to its preparation as a 
medicament and to its use in a method for inhibiting cancer metastasis. 
Therefore, in view of D1 to D4 the subject-matter of claims 1-12 cannot be considered as being 
novel and does not meet the requirements of Article 33(2) PCT. 



4.Moreover, Document D5 discloses compositions containing liposome-encapsulated DOX 
(adriamycin) in combination with a secondary compound, such as the adriamycin-protective 
compound NAC (see column 4, line 45 to column 5, line 3; column 8, lines 23-39; claim 11). 
This liposomal formulation of DOX can be used as antitumoral composition for treating 
metastatic diseases (see column 15, lines 6-57). DOX doses are between 20-1 OOmg per dose. 
Document D6 describes the combined treatment with DOX and NAC of patients with metastatic 
soft tissue sarcomas. The percentage of patients with stable disease plus those with partial 
remissions was 50% for DOX plus NAC (see page 54, right column). 

D7 suggests that the treatment with DOX (adriamycin) that does not eliminate all tumour cells 
may increase the incidence of invasion and metastasis, although the number of total tumour 
cells would be decreased by the drug. NAC suppressed the DOX-induced potentiation of 
invasiveness. In order to avoid DOX unfavourable effect (and therefore to inhibit cancer 
metastasis formation related to exposure to DOX) without impairing its cytocidal activity, D7 
recommends the use of a combination DOX-NAC for successful chemotherapy. 
D8 describes the use of NAC for preventing the cardiotoxicity from DOX (adriamycin) in the 
treatment of metastatic breast cancer (see page 334). 

Therefore, the lack of novelty in sense of Article 33(2) PCT is further emphasized by the 

I 
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Internati nal application N 
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disclosure of documents D5 to D8 as follows (taking into account the remark made in point 3.2. 
above): 

-lack of novelty of claims 1-3,5,7,9,10,12 with regard to D5 

-lack of novelty of claims 1-12 with regard to D6 

-lack of novelty of claims 1-3,10 with regard to D7 and D8 



VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 

1. The following printing errors have not been corrected: 
-"sinergistioally" (page 1 , line 30; claim 2) should read "synergistically" 
-"colture" (page 5, line 23; page 8, line 22) should read "culture" 

2. Contrary to the requirements of Rule 5.1 (a)(ii) PCT, the relevant background art disclosed in 
the documents D1 , D3 to D8 are not mentioned in the description, nor are these documents 
identified therein. 
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International application No. 
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I. Basis f the rep rt 

1 This report has been drawn up on the basis of (Replacement sheets which have been furnished to the receiving Office in response to an 
invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to the report since they do not contain 
amendments.) 

El the international application as originally filed 



the description, pages 



. as originally filed 
f filed with the demand 
. filed with the letter of 



□ the claims, Nos. 

Nos. 
Nos. 
Nos. 



. as originally filed 

. as amended under Article 19 

. filed with the demand 

. filed with the letter of 



□ the drawings, sheets /fig. 

sheets / fig. 
sheets / fig. 



. as originally filed 
, filed with the demand 
. filed with the letter of 



2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos. 

□ the drawings, sheets / fig. 



3. □ This report has been established as if (some of) the amendments had not been made, since they have been considered to < 
beyond the disclosure as filed (Rule 70.2 (c)). 



4. Additional observations, if necessary: 
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V. Reasoned statement under Article 35(2) with regard t n velty, inventive step or industrial applicability; citations 
and xplanations supporting such statement 


1. Statement 

Novelty Claims 


YES 


Claims 1-12 


NO 


Inventive Step Claims 


YES 


Claims 1-12 


NO 


Industrial Applicability Claims 1 -1 2 (see below) 


YES 


Claims 


NO 


2. Citations and Explanations 




Reference is made to the following documents: 




D1: US-A-4331648 

D2: J. Clin. Invest., Vol.68, 1981, pages 1053-1064; J.H. Doroshow et al. 
D3: Seminars in Oncology, Vol.1 0(1), 1983, pages 29-34; R.D. Olson et al. 



D4: Toxicology and Applied Pharmacology, Vol.54, 1980, pages 168-175; R.W. Freeman et al. 
D5: US-A-4873088 

D6: Seminars in Oncology, Vol10(1), 1983, pages 53-55; C. Myers et al. 
D7: Cancer Research, Vol.50(7), 1990, pages 2018-2021 ; F. Imamura et al. 
D8: Minnesota Medical Association, 1984, pages 333-335; D.T. Kiang et al. 

1 .Claims 1-12 involve compositions or substances in a method of treatment of the 
human/animal body. 

For the assessment of the present claims 1-12 on the question whether they are industrially 
applicable, no unified criteria exist in the PCT. The patentability can also be dependent upon 
the formulation of the claims. The EPO, for example, does not recognize as industrially 
applicable the subject-matter of claims to the use of a compound in medical treatment, but will 
allow, however, claims to a known compound for first use in medical treatment and the use of 
such a compound for the manufacture of a medicament for a new medical treatment. 

2. It is pointed out that the documents "International Journal of Cancer, Vol.67, September 
1996, pages 842-848" and "Clinical & Experimental Metastasis, Vol.14, September 1996, page 
24" could be relevant for novelty for the subject-matter of claims 1-12 if the priority of the 
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pending application, which has not been checked is considered as invalid. 



3.1 .Documents D1 , D2, D3 and D4 disclose the treatment of tumours with a combination of N- 
acetyl-cysteine (NAC) and Doxorubicin (DOX). NAC is said to block DOX cardiotoxicity without 
interfering with the antitumoral activity of DOX. D4 (see page 174, right column) further 
suggests that the NAC-DOX combination potentiates the antineoplastic effect of Doxorubicin 
(named adriamycin in D4). 

The doses used are within the ranges claimed by the present invention. 

It is pointed out that the terms "composition" or "kit" in the sense of the present invention 

include also two separate pharmaceutical forms of the two drugs for concurrent administration. 

Furthermore, the capacity to metastasize is a characteristic of all malignant tumours and an 

antitumoral drug or composition will necessarily inhibit cancer metastasis formation. 

a o qp oarrilefifi of the effect (protectiv e or synergistic^ exerted bv NAC in the composition , D1 to 

D4 anticipate the novelty of the composition (or kit) containing NAC and DOX, of its preparation 

as a medicament and of its use in a method for inhibiting cancer metastasis. The discovery of 

the synergistic effect of NAC plus DOX in the inhibition of cancer metastasis formation can not 

confer novelty to a composition or kit containing NAC and DOX, to its preparation as a 

medicament and to its use in a method for inhibiting cancer metastasis. 

Therefore, in view of D1 to D4 the subject-matter of claims 1-12 cannot be considered as being 

novel and does not meet the requirements of Article 33(2) PCT. 

4. Moreover, Document D5 discloses compositions containing liposome-encapsulated DOX 
(adriamycin) in combination with a secondary compound, such as the adriamycin-protective 
compound NAC (see column 4, line 45 to column 5, line 3; column 8, lines 23-39; claim 11). 
This liposomal formulation of DOX can be used as antitumoral composition for treating 
metastatic diseases (see column 15, lines 6-57). DOX doses are between 20-1 OOmg per dose. 
Document D6 describes the combined treatment with DOX and NAC of patients with metastatic 
soft tissue sarcomas. The percentage of patients with stable disease plus those with partial 
remissions was 50% for DOX plus NAC (see page 54, right column). 

D7 suggests that the treatment with DOX (adriamycin) that does not eliminate all tumour cells 
may increase the incidence of invasion and metastasis, although the number of total tumour 
cells would be decreased by the drug. NAC suppressed the DOX-induced potentiation of 
invasiveness. In order to avoid DOX unfavourable effect (and therefore to inhibit cancer 
metastasis formation related to exposure to DOX) without impairing its cytocidal activity, D7 
recommends the use of a combination DOX-NAC for successful chemotherapy. 
D8 describes the use of NAC for preventing the cardiotoxicity from DOX (adriamycin) in the 
treatment of metastatic breast cancer (see page 334). 

Therefore, the lack of novelty in sense of Article 33(2) PCT is further emphasized by the 
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disclosure of documents D5 to D8 as follows (taking into account the remark made in point 3.2. 
above): 

-lack of novelty of claims 1-3,5,7,9,10,12 with regard to D5 

-lack of novelty of claims 1-12 with regard to D6 

-lack of novelty of claims 1-3,10 with regard to D7 and D8 



Vii. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 

1 .The following printing errors have not been corrected: 
-"sinergistically" (page 1, line 30; claim 2) should read "synergistically" 
-"colture" (page 5, line 23; page 8, line 22) should read "culture" 

2.Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art disclosed i 
the documents D1, D3 to D8 are not mentioned in the description, nor are these documents 
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